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DETAILED ACTION 

Claims 12, 24-32 are pending in the application. 

This Office Action is in response to the Amendment filed on 1/8/08. 

Response to Amendment 
The rejection of claims 12, 24-32 under 35 U.S.C.l 12 1 st paragraph in light of the 
amendment. 

The rejection of claims 12, 24-32 under 35 U.S.C.103 (a) is maintained for reason set 
forth of the record mailed on 8/8/07 and further discussed below. 

Response to Arguments 
Claim Rejections - 35 USC §103 
The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set forth in 
section 102 of this title, if the differences between the subject matter sought to be patented and the prior art are 
such that the subject matter as a whole would have been obvious at the time the invention was made to a person 
having ordinary skill in the art to which said subject matter pertains. Patentability shall not be negatived by the 
manner in which the invention was made. 

Claims 12, 24-32 are rejected under 35 U.S.C. 103(a) as being unpatentable over Jonuleit 
et al. and Takahashi et al. 

Jonuleit et al. disclose a method that of identify, monitor and/or remove CD4+CD25+ 
cells from human blood by contacting the blood with CD4 and/or CD25 and/or CTL-A4 specific 
antibodies (see page 1214, 2 nd col., 4 th paragraph, lines 1-6, and Figure 4). Jonuleit et al. further 
disclose that CD4+ T cells are removed from the cord blood (page 1214, 2 nd col, 4 th paragraph, 
lines 1-3). Jonuleit et al. also disclose that the purification is carried out using antibodies 
attached to beads (page 1214, 2 nd col, 4 th paragraph, last two lines). Lastly, Jonuleit et al. 
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disclose said method wherein the cells are stimulated with dendritic cells (see page 1215, 1 st 
paragraph, lines 2-4). Further, Jonuleit et al. disclose analyzing expression of CTL-4. 

However, Jonuleit et al. does not teach that no stimulation of DC when isolating said 

cells. 

Takahashi et al. teach CD25+CD4+ cells are isolated from lymphoid organs of mouse by 
using CD25 and CD4 antibodies with stimulation of cytokines and dendritic cells (see page 304, 
Figure 1 and legend). 

It would have been obvious to one of ordinary skill in the art to develop a method of 
identifying, monitoring, and removing CD4+ CD25+ regulatory T cells from human blood by 
using ligands specifically binds to the CD4 and CD25 based on the combined teaching of 
Jonuleit and Takahashi et al. Jonuleit et al. teach the CD4+ cells are first isolated from cord 
blood and stimulated with DC and then CD25 antibody is used to purify the CD4+CD25+ 
population. Takahashi et al. teach that CD25+CD4+ T cells are isolated from spleen cell 
suspension by using CD4 and CD25 antibody without stimulation of the cells with cytokine or 
dendritic cells. It is clear from the teaching of both references that T cells that are CD4+ CD25+ 
can be isolated from a mixed population of cells, either from blood or lymphoid tissue, by using 
CD4+CD25+ antibodies. Stimulation of the mixed cell population with cytokine or dendritic 
cell does not affect that ability of CD4 and CD25 antibody to bind to CD4 and CD25 surface 
antigen on such cells, thus isolation CD4+CD25+ by using CD4 and CD25 binding ligand 
without stimulation of cytokine or dendritic cells would yield the predictable result. Thus, it 
would have been obvious to one of ordinary skill in the art to identify, monitor and removing 
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CD4+CD25+ cells from blood by using binding ligands to such surface molecules without 
stimulation with cytokine or dendritic cells. 

In response to this rejection, applicants argue that the claimed invention has unexpected 
results. Applicants argue that neither Jonuleit and Takahashi teach the presence of human blood 
comprises CD4+CD25+ regulatory T cells, which is required by step a. Applicants argue that 
without the knowledge that such cells exist in human blood, one of ordinary skill in the art would 
not have found it obvious to contact human blood with the claimed antibodies, and would not 
expect to identify, monitor and/or remove CD4+CD25+ regulatory T cells from human blood. 
Applicants argue that Jonuleit docs not teach human blood comprise CD4+CD25+ regulatory T 
cells, the cells identified in this article is result from stimulation. Applicants assert that 
Takahashi is silent whether human blood comprises CD4+CD25+ regulatory T cell as mouse 
does. Applicants further assert that the claimed invention is characterized by unexpected result. 
Applicants assert that T cell exhibiting CD4+CD25+ were known for over a decade prior to the 
present invention, but were misinterpreted as being conventional memory cells, and all that time 
no CD4+CD25+ regulatory cells were identified in human. Applicants assert that the discovery 
of a known population of cells that has different character is an unexpected result. Applicants 
thus conclude that the claimed invention is not obvious in view of the prior art. 

This argument has been fully considered but deemed unpersuasive. The instant claims 
are drawn to a method of identifying, monitoring and/or remove CD4+CD25+ regulatory T cells 
from human blood comprising two simple steps: a) contacting human blood comprising 
CD4+CD25+ regulatory T cells with ligands specifically binding to the CD4 and CD25 and/or 
CTLA-4 entities on the T cell; and b) identifying, monitoring and/or removing said CD4+CD25+ 
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regulatory T cells from the human blood. The claimed method itself does not indicate any 
unpredictable result because human blood inherently comprises CD4+CD25+ regulatory T cells, 
and adding the limitation of "human blood comprising CD4+CD25+" does not change the claim 
scope or indicate any unexpected result. It is true that neither Takahashi nor Jonuleit teach 
contacting human blood directly with CD4+CD25 antibody without stimulation. However, for 
reason discussed in the rejection, it would have been obvious to an ordinary artisan to try to 
identify whether such cells exist in human blood as that in murine model and use antibody 
available to identify such cells. A person of ordinary skill in the art, upon reading the Takahashi 
reference would have recognize the desirability of finding out the same population of T cells 
exists in human blood. In fact, as admitted by Applicants, there is a long felt need to identify 
human counterpart cells. To use antibody of CD4 and CD25 as disclosed by Jonuleit to identify 
such cells in human blood is one of the finite number of method a skilled artisan would try to 
identify such cells in human blood. As such, the claim would have been obvious because a 
person of ordinary skill has good reason to pursue the known options within his or her technical 
grasp, in the instant case, to practice the method of contacting human blood with the antibodies 
and identify, monitor and/or remove CD4+CD25+ regulatory cells with anticipated results of 
finding those cells. In fact, Applicants have admitted that this population of cells has already 
been known in the art for over a decade. The novelty of the instant invention or the unexpected 
result of the invention is actually to identify the characteristic/function of the cell being 
regulatory T cell rather then conventional memory cells. However, since the claimed method is 
not directed to such method, and the recited method steps do not include any step that would tell 
the difference between the cells being either memory cell or regulatory T cell, the claimed 
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invention is simply drawn to a method that is able isolate T cell expresses both CD4 and CD25. 
Therefore, for reason discussed in the previous office action and above, this rejection is 
maintained. 

Conclusion 

No claims are allowed. 

THIS ACTION IS MADE FINAL. Applicant is reminded of the extension of time 
policy as set forth in 37 CFR 1.136(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within TWO 
MONTHS of the mailing date of this final action and the advisory action is not mailed until after 
the end of the THREE-MONTH shortened statutory period, then the shortened statutory period 
will expire on the date the advisory action is mailed, and any extension fee pursuant to 37 
CFR 1 .136(a) will be calculated from the mailing date of the advisory action. In no event, 
however, will the statutory period for reply expire later than SIX MONTHS from the mailing 
date of this final action. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to CELINE X. QIAN whose telephone number is (571)272-0777. 
The examiner can normally be reached on 10-6:30 M-F. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Joe Woitach Ph.D. can be reached on 571-272-0739. The fax phone number for the 
organization where this application or proceeding is assigned is 571-273-8300. 
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Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published applications 
may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR 
system, see http://pair-direct.uspto.gov. Should you have questions on access to the Private PAIR 
system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). If you would 
like assistance from a USPTO Customer Service Representative or access to the automated 
information system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 



/Celine X Qian Ph.D./ 
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